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DETAILED ACTION 



Prosecution Reopened 



1. In view of the Appeal Brief filed on April 2, 2004, PROSECUTION IS HEREBY 
REOPENED. New grounds of rejections are set forth below. 

To avoid abandonment of the application, appellant must exercise one of the 
following two options: 

(1) file a reply under 37 CFR 1.111 (if this Office action is non-final) or a reply 
under 37 CFR 1.1 13 (if this Office action is final); or, 

(2) initiate a new appeal by filing a notice of appeal under 37 CFR 41.31 followed 
by an appeal brief under 37 CFR 41.37. The previously paid notice of appeal fee and 
appeal brief fee can be applied to the new appeal. If, however, the appeal fees set forth 
in 37 CFR 41.20 have been increased since they were previously paid, then appellant 
must pay the difference between the increased fees and the amount previously paid. 

A Supervisory Patent Examiner (SPE) has approved of reopening prosecution by 
signing below: 




Dr. Shaojia A. Jiang 
Supervisory Patent Examiner 
Technology Center 1600 
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Applicant's Response Dated April 2, 2004 

2. Claims 1-4, 6-11 and 23-38 are pending. An action on the merits of claims 1-4, 
6-1 1 and 23-38 is contained herein below. 

3. Applicant's request for reconsideration of the finality of the rejection of the last 
Office action is persuasive and, therefore, the finality of that action is withdrawn. 

4. Applicant's arguments with respect to claims 1-4, 6-11 and 23-38 under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable 
over claims 1-11 of U.S. Patent No. 6,140,357 have been considered but are moot in 
view of the new ground(s) of rejection. 

5. Applicant's arguments with respect to claims 1-4, 6-11 and 23-38 under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable 
over claims 1-11 of U.S. Patent No. 6,140,357 have been considered but are moot in 
view of the new ground(s) of rejection. 

6. Applicant's arguments with respect to claims 1-4, 6-11 and 23-38 under 35 
U.S.C. 103(a) as being unpatentable over Hamilton et al. US 6,140,357 ('357) have 
been considered but are moot in view of the new ground(s) of rejection. 

7. Applicant's arguments with respect to claims 1-4, 6-11 and 23-38 under 35 
U.S.C. 103(a) as being unpatentable over Hamilton et al. U.S. 6,331,537 ('537) have 
been considered but are moot in view of the new ground(s) of rejection. 
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Information Disclosure Statement 

8. The listing of references in the specification, applicant's arguments/remarks or 
other correspondence documents is not a proper information disclosure statement. 37 
CFR 1 .98(b) requires a list of all patents, publications, or other information submitted for 
consideration by the Office, and MPEP § 609.04(a) states, "the list may not be 
incorporated into the specification but must be submitted in a separate paper." 
Therefore, unless the references have been cited by the examiner on form PTO-892, 
they have not been considered. The Teh et al. reference and others not properly cited 
on an information disclosure statement or PTO-892 are not of record and have not been 
considered. 



Double Patenting 

9. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 
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Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply 
with 37 CFR 3.73(b). 

10. Claims 1-4, 7-10 and 23-38 are rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 2-7 of U.S. 
Patent No. 6,140,357 in view of Merriam-Webster's Collegiate Dictionary, Deluxe 
Edition, published by Merriam-Webster (1998), Inc., Springfield, Mass., page 53 
(Webster). Although the conflicting claims are not identical, they are not patentably 
distinct. 

The instant claims are drawn to a method for treating a nerve-related vision 
disorder or treating memory impairment in a mammal in need thereof comprising 
administering an effective amount of an N-heterocyclic ring compound containing a 
carboxylic acid or carboxylic acid isostere moiety attached to the 2-carbon of the N- 
heterocyclic ring. 

The instant invention differs from the claims of the '357 patent in that the method 
of the '357 patent is drawn to the treatment of neuorological disorders broadly; however, 
the treatment of Alzheimer's disease (see claim 5 of '357) reads upon "treating memory 
impairment". As interpreted by the instant specification, "memory impairment" 
embraces "any disorder in which memory deficiency is present" (page 30, lines 17-23). 
Webster teaches that Alzheimer's disease is a degenerative disease of the central 
nervous system characterized especially by premature senile mental deterioration. 
Thus, the instant invention reads on the treatment of mammals having Alzheimer's 
disease. 
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The instant invention also differs from the claims of the '357 patent in that the 
heterocyclic compounds employed in the methods differ in scope; however, the 
compounds of the '357 patent contain an N-heterocyclic compound containing a 
carboxylic acid isostere moiety attached to the 2-carbon of the N-heterocyclic ring. 
Page 26 of the instant specification teaches that -CON(R 3 ) 2 is a carboxylic acid 
isostere. The carbonyl moiety attached to the heterocyclic ring of the '357 patent at the 
2-carbon position reads upon a carboxylic acid isostere wherein Y is NR 2 . Additionally, 
claim 3 of the '357 patent explicitly contemplates the use of neurotropic compounds 
having affinity for FKBP-12 (the instant claim 4 conveys that the heterocyclic 
compounds containing a carboxylic acid isostere at the 2-carbon position posses this 
activity). Although the '357 patent is not limited to the use of heterocyclic compounds 
wherein a carboxylic acid isostere is attached at the 2-carbon, it would have been 
obvious to one of ordinary skill in the art at the time of the invention that the '357 patent 
embraces the use of such compounds. Because the variable Y only reads on O or NR 2 
and since the '357 patent explicitly embraces the use of heterocyclic compounds having 
affinity for FKBP-12, one of ordinary skill in the art would have readily envisioned the 
use the instantly recited heterocycle containing a carboxylic acid isostere at the 2- 
carbon position (i.e. compounds wherein Y is NR 2 ) for treating a mammal having a 
memory impairment. Thus, granting a patent on the instantly claimed invention would 
result in inappropriate extension of the term of what was already patented in US 
6,140,357. 
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11. Claims 1-4, 7-11 and 23-38 are rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 8-11 and 14-18 
of U.S. Patent No. 6,331,537 in view of Merriam-Webster's Collegiate Dictionary, 
Deluxe Edition, published by Merriam-Webster (1998), Inc., Springfield, Mass., page 53 
(Webster). Although the conflicting claims are not identical, they are not patentably 
distinct. 

The instant claims are drawn to a method for treating a nerve-related vision 
disorder or treating memory impairment in a mammal in need thereof comprising 
administering an effective amount of an N-heterocyclic ring compound containing a 
carboxylic acid or carboxylic acid isostere moiety attached to the 2-carbon of the N- 
heterocyclic ring. 

The examined claims differ from the invention of '537 in that '537 teaches the 
treatment of neurological disorders broadly and the heterocyclic compounds employed 
are not of identical scope; however, the treatment of Alzheimer's disease (see claim 11 
of '537) reads upon "treating memory impairment". As interpreted by the instant 
specification, "memory impairment" embraces "any disorder in which memory deficiency 
is present" (page 30, lines 17-23). Webster teaches that Alzheimer's disease is a 
degenerative disease of the central nervous system characterized especially by 
premature senile mental deterioration. Thus, the instant invention reads on the 
treatment of mammals having Alzheimer's disease. Claims 17-18 of '537 explicitly 
contemplates the use of a N-heterocyclic ring compound containing a carboxylic acid or 
carboxylic acid isostere moiety attached to the 2-carbon of the N-heterocyclic ring. 
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Although the '537 patent is not limited to the use of heterocyclic compounds wherein a 
carboxylic acid or isostere thereof is attached at the 2-carbon, it would have been 
obvious to one of ordinary skill in the art at the time of the invention that the '537 patent 
embraces the use of such compounds as claim 18 of '537 explicitly sets forth the use of 
such compounds. Thus, granting a patent on the instantly claimed invention would 
result in inappropriate extension of the term of what was already patented in US 
6,331,537. 



Claim Rejections - 35 USC § 112 

12. The following is a quotation of the second paragraph of 35 U.S. C. 1 1 2: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

13. Claims 1-4, 6-8, and 23-38 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

The term "isostere" renders all claims reading upon said term indefinite. 
Applicant defines an "isostere" as "different compounds that have different molecular 
formulae but exhibit the same or similar properties". This definition is insufficient to 
apprise one of ordinary skill in the art of the metes and bounds of the heterocyclic 
compounds. The examples of "isosteres" presented on page 26 of the specification are 
noted; however, the passage merely sets forth a vast, non-limiting list of possible 
moieties and does not particularly and distinctly set forth what chemical moieties are 
included or excluded. There is no discernable pattern in regards to a core chemical 
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structure set forth. Furthermore, Wermuth et al. Pure & Appl. Chem. (1998), Vol. 70, 
pages 1129-1143 (Wermuth), which is a glossary of terms used in medicinal chemistry, 
defines "isosteres" as "molecules or ions of similar size containing the same number of 
atoms and valence electrons, e.g., O 2 ', F', Ne". The examples set forth by the 
specification are not consistent with the art-accepted meaning of "isostere". The 
examiner also notes that "-COOH" is included in applicant's examples of carboxylic acid 
isosteres; "-COOH" is a carboxylic acid moiety. Although applicant may claim an 
invention broadly; however, applicant still bears the burden of particularly and distinctly 
setting forth the metes and bounds of said invention. 

14. The following is a quotation of the fourth paragraph of 35 U.S.C. 112: 

Subject to the following paragraph, a claim in dependent form shall contain a reference to a claim 
previously set forth and then specify a further limitation of the subject matter claimed. A claim in 
dependent form shall be construed to incorporate by reference all the limitations of the claim to 
which it refers. 

15. Claim 6 is rejected under 35 U.S.C. 112, fourth paragraph. 

Claim 6 is not within the scope of claim 1 . Claim 6 is drawn to the treatment of a 
different population (animal without any ophthalmologic disorder, disease, or injury). 
Claim 1 is limited to the treatment of a mammal "in need thereof. Thus the method of 
claim 6 does not incorporate all of the limitation of claim 1. 

Claim Rejections - 35 USC § 102 

16. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

17. Claims 1-2, 7-11, are 23-38 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Hamilton et al. US 6,331,537 ('537). 

The applied reference has a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131. 

'537 teaches that N-heterocyclic compounds containing a carboxylic acid or 
carboxylic acid isostere moiety are useful for treating vision disorders and/or improving 
vision and for treating memory impairment and/or enhancing memory performance 
(column 8, line 66 to column 14, line 33). The N-heterocyclic compounds contain an 
acidic moiety or an isostere thereof attached to the 2-carbon of the N-heterocyclic ring. 
The preferred compounds of formula (I) contain all of the limitations of the compound 
employed in the instantly claimed method (column 28, line 57 to column 37, line 46). 
Compounds which are carboxylic acids and isosteres of N-heterocyclic compounds 
within the scope of formula (I) may possess immunosuppressive, non- 
immunosuppressive, or other activities. "Vision disorder" refers to any disorder that 
affects or involves vision, including without limitation visual impairment, orbital 
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disorders, disorders of the lacrimal apparatus, disorders of the eyelids, disorders of the 
conjunctiva, disorders of the cornea, cataracts, disorders of the uveal tract, disorders of 
the optic nerve or visual pathways, free radical induced eye disorders and diseases, 
immunologically-mediated eye disorders and diseases, eye injuries, and symptoms and 
complications of eye disease, eye disorder, or eye injury. Applicant's attention is further 
directed to columns 27-28 wherein the treatment vision disorders and memory 
impairment are further contemplated. 



Claim Rejections - 35 USC § 103 

18. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

19. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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20. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

21. Claims 1-4, 6-11 and 23-38 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Hamilton et al. U.S. Patent No. 6,140,357 ('357) in view of Merriam- 
Webster's Collegiate Dictionary, Deluxe Edition, published by Merriam-Webster (1998), 
Inc., Springfield, Mass., page 53 (Webster). 

The instant claims are drawn to a method for treating a nerve-related vision 
disorder or treating memory impairment in a mammal in need thereof comprising 
administering an effective amount of an N-heterocyclic ring compound containing a 
carboxylic acid or carboxylic acid isostere moiety attached to the 2-carbon of the N- 
heterocyclic ring. 

'357 teaches a novel class of neurotropic compounds having an affinity for 
FKBP-type immunophilins (column 2, line 55 to column 5 line 62). The preferred 
compounds shown in column 3 embrace the instantly employed heterocyclic 
compounds (carboxylic acid isostere) wherein Y is NR2. The neurotrophic compounds 
have an affinity for the FK506 binding proteins such as FKBP-12 (column 7, lines 27- 
34). The '357 patent further teaches that the compounds are useful for treating patients 
suffering from Alzheimer's disease (column 12, line 4). The treatment of Alzheimer's 
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disease (see claim 5 of '357) reads upon "treating memory impairment". As interpreted 
by the instant specification, "memory impairment" embraces "any disorder in which 
memory deficiency is present" (page 30, lines 17-23). Webster teaches that 
Alzheimer's disease is a degenerative disease of the central nervous system 
characterized especially by premature senile mental deterioration. Thus, the instant 
invention reads on the treatment of mammals having Alzheimer's disease. 

The instant invention differs from the '357 patent in that the heterocyclic 
compounds employed in the methods differ in scope; however, the compounds of the 
'357 patent contain a N-heterocyclic compound containing a carboxylic acid isostere 
moiety attached to the 2-carbon of the N-heterocyclic ring. Page 26 of the instant 
specification teaches that "-CON(R 3 )2" is a carboxylic acid isostere. The carbonyl 
moiety attached to the heterocyclic ring of the '357 patent at the 2-carbon position reads 
upon a carboxylic acid isostere wherein Y is NR 2 . Additionally, claim 3 of the '357 
patent explicitly contemplates the use of neurotropic compounds having affinity for 
FKBP-12 (the instant claim 4 conveys that the heterocyclic compounds containing a 
carboxylic acid isostere at the 2-carbon position also posses this activity). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to use a N-heterocyclic compound containing a carboxylic acid isostere moiety 
attached to the 2-carbon of the N-heterocyclic ring for treating a mammal with a memory 
impairment such as Alzheimer's patients as taught by '357. The variable Y only reads 
on O or NR2 and since the '357 patent explicitly embraces the use of heterocyclic 
compounds having affinity for FKBP-12, one of ordinary skill in the art would have 
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readily envisioned the use the instantly recited heterocycle containing a carboxylic acid 
isostere at the 2-carbon position (i.e. compounds wherein Y is NR2) for treating a 
mammal having a memory impairment. 

Conclusion 

22. Claims 1-4, 6-11 and 23-38 are pending. Claims 1-4, 6-11 and 23-38 are 
rejected. No claims are allowed. 
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Contacts 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Patrick T. Lewis whose telephone number is 571-272- 
0655. The examiner can normally be reached on Monday - Friday 10 am to 3 pm (Maxi 
Flex). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia A. Jiang can be reached on 571-272-0627. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR systerrvcontact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free), 

^/Patrick T. L^vtfs. 
Primary Examiner 
Art Unit 1623 

ptl 




